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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )|3 Responsive to communication(s) filed on 28 October 2005 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-4 J-1 1 .30.31 .34-36.42.43.49.55 and 59-73 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) I3 Claim(s) 42.43.49 and 55 is/are allowed. 

6) ^ Claim(s) 1 and 59-73 is/are rejected. 

7) E3 Claim(s) 2-4.7-11.30.31 and 34-36 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1. Claims 1-4,7-1 1,30,31,34-36,42,43,49,55,59-73 are pending. 

Claim Rejections - 35 USC §103 

2. The rejection of claims 1,4,30,55 under 35 USC 103 is dropped. The test of patentability 
of a compound that is a homolog of a prior art compound is whether the claimed compound 
possess beneficial characteristics that are unexpected or unobvious. Sterling Drug, Inc. v Watson 
Comr. Pats, 108 USPQ 37. The claimed compounds possess a beneficial property that is 
unexpected and unobvious, i.e. cannabinoid receptor antagonist to treat obesity. The compounds 
of Aebi et al are anti-inflammatory agents and are neither taught nor suggested to treat obesity. 
Motivation for the skilled artisan to use an anti-inflammatory agent to treat obesity via the 
cannabinoid receptor is lacking. 

The claimed compounds were compared to rimonabant (known cannabinoid receptor 
antagonist in clinical trials to treat obesity). See specification pages 51-54. 

Claim Rejections - 35 USC §101 

3. The rejection of claims 65,69 under 35 USC 101 is dropped as the claims have been 
amended and/or applicant's remarks are persuasive. 

Claim Rejections - 35 USC §112 

4. The rejection of claims 1-4,7-1 1,30,31,34-36,42,43,49,55,59-73 under 35 USC 1 12 1 st 
paragraph, for the reasons of record, is dropped as the claims have been amended, canceled 
and/or applicant's remarks are persuasive. 

5. Claim 1 is rejected under 35 U.S.C. 112, first paragraph, because the specification, while 
being enabling for making salts of the claimed compounds, does not reasonably provide 
enablement for making prodrugs of the claimed compounds. The claim(s) contains subject 
matter, which was not described in the specification in such a way as to enable one skilled in the 
art of medicinal chemistry to use the invention. "The factors to be considered [in making an 
enablement rejection] have been summarized as a) the quantity of experimentation necessary, b) 
the amount of direction or guidance presented, c) the presence or absence of working examples, 
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d) the nature of the invention, e) the state of the prior art, f) the relative skill of those in that art, 
g) the predictability or unpredictability of the art, h) and the breadth of the claims", In re Rainer, 
146 USPQ 218 (1965); In re Colianni, 195 USPQ 150, Ex parte Formal, 230 USPQ 546. a) 
Finding a prodrug is an empirical exercise. Predicting if a certain ester of a claimed alcohol, for 
example, is in fact a prodrug, that produces the active compound metabolically, in man, at a 
therapeutic concentration and at a useful rate is filled with experimental uncertainty. Although 
attempts have been made to predict drug metabolism de novo, this is still an experimental 
science. For a compound to be a prodrug, it must meet three tests. It must itself be biologically 
inactive. It must be metabolized to a second substance in a human at a rate and to an extent to 
produce that second substance at a physiologically meaningful concentration. Thirdly, that 
second substance must be clinically effective. Determining whether a particular compound 
meets these three criteria in a clinical trial setting requires a large quantity of experimentation. 

b) The specification does not contain a definition for prodrug. Thus, there is no guidance 
for the term, c) There is no working example of a prodrug of a compound according to the 
claims, d) The nature of the invention is clinical use of compounds and the pharmacokinetic 
behavior of substances in the human body, e) Wolff (Medicinal Chemistry) summarizes the state 
of the prodrug art. Wolff, Manfred E. "Burger's Medicinal Chemistry, 5ed, Part I", John Wiley 
& Sons, 1995, pages 975-977. The table on the left side of page 976 outlines the research 
program to be undertaken to find a prodrug. The second paragraph in section 10 and the 
paragraph spanning pages 976-977 indicate the low expectation of success. In that paragraph the 
difficulties of extrapolating between species are further developed. Since, the prodrug concept is 
a pharmacokinetic issue, the lack of any standard pharmacokinetic protocol discussed in the last 
sentence of this paragraph is particularly relevant. Banker (Modern Pharmaceutics) Banker, G.S. 
et al, "Modern Pharmaceutics, 3ed.", Marcel Dekker, New York, 1996, pages 451 and 596. In 
the first sentence, third paragraph on page 596 states that "extensive development must be 
undertaken" to find a prodrug, f) Wolff (Medicinal Chemistry) in the last paragraph on page 975 
describes the artisans making Applicants 1 prodrugs as a collaborative team of synthetic 
pharmaceutical chemists and metabolism experts. All would have a Ph. D. degree and several 
years of industrial experience, g) It is well established that "the scope of enablement varies 
inversely with the degree of unpredictability of the factors involved", and physiological activity 



Application/Control Number: 10/823,152 Page 4 

Art Unit: 1625 

is generally considered to be an unpredictable factor. See In re Fisher, All F.2d 833, 839, 166 
USPQ 18, 24 (CCPA 1970). h) The breadth of the claims includes all of the hundreds of 
thousands of compounds of formula of claim 1 as well as the presently unknown list of potential 
prodrug derivatives embraced by claim 1. 

MPEP 2164.01(a) states, "[a] conclusion of lack of enablement means that, based on the 
evidence regarding each of the above factors, the specification, at the time the application was 
filed, would not have taught one skilled in the art how to make and/or use the full scope of the 
claimed invention without undue experimentation. In re Wright, 999 F.2d 1557,1562, 27 
USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is clearly justified here. Thus, undue 
experimentation will be required to determine if any particular compound of claim 1 is, in fact, a 
prodrug. 

6. Claims 60,64,65,69-73 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter that was 
not described in the specification in such a way to convey reasonably to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. The issue concerning the meaning of terms apo-B/MTP inhibitor, a 11 beta 
hydroxy steroid dehydrogenase- inhibitor, peptide YY3-36 or an analog thereof, aMCR-4 
agonist, a CCK-A agonist, a monoamine reuptake inhibitor, a sympathomimetic agent, a beta3 
adrenergic receptor agonist, a dopamine agonist, a melanocyte-stimulating hormone receptor 
analog, a 5-HT2c receptor agonist, a melanin concentrating hormone antagonist, leptin, a leptin 
analog, a leptin receptor agonist, a galanin antagonist, a lipase inhibitor, a bombesin agonist, a 
neuropeptide-Y receptor antagonist, a thyromimetic agent, dehydroepiandrosterone or analog 
thereof, a glucocorticoid receptor antagonist, an orexin receptor antagonist, a glucagon-like 
peptideA receptor agonist, a ciliary neurotrophic-) r actor, a-human aqouti-related protein 
antagonist, a-ghrelin receptor antagonist, a histamine 3 receptor antagonist or inverse agonist, 
and a neuromedin U receptor agonist. Claims 60,64,65,69-73 do not contain a complete generic 
formula. 

According to the MPEP §2163 I. A. "the issue of a lack of adequate written description 
may arise even for an original claim when an aspect of the claimed invention has not been 
described with sufficient particularity such that one skilled in the art would recognize that the 
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applicant had possession of the claimed invention. The claimed invention as a whole may not be 
adequately described if the claims require an essential or critical feature which is not adequately 
described in the specification and which is not conventional in the art or known to one of 
ordinary skill in the art." The MPEP states in §2163 II 3 ii) "The written description requirement 
for a claimed genus may be satisfied through sufficient description of a representative number of 
species by actual reduction to practice (see i)(A), above), reduction to drawings (see i)(B), 
above), or by disclosure of relevant, identifying characteristics, i.e., structure or other physical 
and/or chemical properties, by functional characteristics coupled with a known or disclosed 
correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the applicant was in possession of the claimed genus (see i)(C), 
above). See Eli Lilly, 119 F.3d at 1568, 43 USPQ2d at 1406." Applicants have disclosed no 
species and have made no assertion that there is any correlation between the biological function 
of apo-B/MTP inhibitor, a 11 beta hydroxy steroid dehydrogenase- inhibitor, peptide YY3-36 or 
an analog thereof, aMCR-4 agonist, a CCK-A agonist, a monoamine reuptake inhibitor, a 
sympathomimetic agent, a beta3 adrenergic receptor agonist, a dopamine agonist, a melanocyte- 
stimulating hormone receptor analog, a 5-HT2c receptor agonist, a melanin concentrating 
hormone antagonist, leptin, a leptin analog, a leptin receptor agonist, a galanin antagonist, a 
lipase inhibitor, a bombesin agonist, a neuropeptide-Y receptor antagonist, a thyromimetic 
agent, dehydroepiandrosterone or analog thereof, a glucocorticoid receptor antagonist, an 
orexin receptor antagonist, a glucagon-like peptide-! receptor agonist, a ciliary neurotrophic- 
factor, a-human aqouti-related protein antagonist, a-ghrelin receptor antagonist, a histamine 3 
receptor antagonist or inverse agonist, and a neuromedin U receptor agonist and its structure. 

The Court of Appeals for the Federal Circuit held in University of California v. Eli Lilly 
and Co. 43 USPQ2d 1398 at 1406. "[a] written description of an invention involving a chemical 
genus, like a description of a chemical species, "requires a precise definition, such as by 
structure, formula, [or] chemical name, "of the claimed subject matter sufficient to distinguish it 
from other materials. In re Smythe 9 480 F.2d 1376, 1383, Fiers, 984 F.2d at 1 171, 25 USPQ2d at 
1606; In re Smythe, 480 F.2d 1376, 1383, 178 USPQ 279, 284-85 (CCPA 1973) ("In other cases, 
particularly but not necessarily, chemical cases, where there is unpredictability in performance of 
certain species or subcombinations other than those specifically enumerated, one skilled in the 



Application/Control Number: 10/823,152 



Page 6 



Art Unit: 1625 

art may be found not to have been placed in possession of a genus ")." Applicants' functional 

definitions in the claimed formula simply lack the precision required by the Court of Appeals for 
the Federal Circuit. 

As discussed above the terms apo-B/MTP inhibitor, a 11 beta hydroxy steroid 
dehydrogenase- inhibitor, peptide YY3-36 or an analog thereof, aMCR-4 agonist, a CCK-A 
agonist, a monoamine reuptake inhibitor, a sympathomimetic agent, a beta3 adrenergic receptor 
agonist, a dopamine agonist, a melanocyte-stimulating hormone receptor analog, a 5-HT2c 
receptor agonist, a melanin concentrating hormone antagonist, leptin, a leptin analog, a leptin 
receptor agonist, agalanin antagonist, a lipase inhibitor, a bombesin agonist, a neuropeptide-Y 
receptor antagonist, a thyromimetic agent, dehydroepiandrosterone or analog thereof, a 
glucocorticoid receptor antagonist, an orexin receptor antagonist, a glucagon-like peptide-l 
receptor agonist, a ciliary neurotrophic-f actor, a-human aqouti-related protein antagonist, a- 
ghrelin receptor antagonist, a histamine 3 receptor antagonist or inverse agonist, and a 
neuromedin U receptor agonist is not art recognized in the pharmaceutical arts. According to the 
MPEP §2163.02 Standard for Determining Compliance With the Written Description 
Requirement, 

'The courts have described the essential question to be addressed in a description 
requirement issue in a variety of ways. An objective standard for determining 
compliance with the written description requirement is, "does the description clearly 
allow persons of ordinary skill in the art to recognize that he or she invented what is 
claimed". In re Gosteli, 872 F.2d 1008, 1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989). 
Under Vas-Cath, Inc. v. Mahurkar, 935 F.2d 1555, 1563-64, 19 USPQ2d 1111,1117 
(Fed. Cir. 1991), to satisfy the written description requirement, an applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or 
she was in possession of the invention, and that the invention, in that context, is whatever 
is now claimed. The test for sufficiency of support in a parent application is whether the 
disclosure of the application relied upon "reasonably conveys to the artisan that the 
inventor had possession at that time of the later claimed subject matter". Ralston Purina 
Co. v. Far-Mar-Co., Inc., 772 F.2d 1570, 1575, 227 USPQ 177, 179 (Fed. Cir. 1985) 
(quoting In reKaslow, 707 F.2d 1366, 1375, 217 USPQ 1089, 1096 (Fed. Cir. 1983))." 

Thus, the pharmacist of ordinary skill in the art, who would use Applicants' compounds, 
would not know what apo-B/MTP inhibitor, a 11 beta hydroxy steroid dehydrogenase- inhibitor, 
peptide YY3-36 or an analog thereof, aMCR-4 agonist, a CCK-A agonist, a monoamine reuptake 
inhibitor, a sympathomimetic agent, a beta3 adrenergic receptor agonist, a dopamine agonist, a 
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melanocyte-stimulating hormone receptor analog, a 5-HT2c receptor agonist, a melanin 
concentrating hormone antagonist, leptin, a leptin analog, a leptin receptor agonist, a galanin 
antagonist, a lipase inhibitor, a bombesin agonist, a neuropeptide-Y receptor antagonist, a 
thyromimetic agent, dehydroepiandrosterone or analog thereof, a glucocorticoid receptor 
antagonist, an orexin receptor antagonist, a glucagon-like peptide-! receptor agonist, a ciliary 
neur otrophic-f actor, a-human aqouti-related protein antagonist, a-ghrelin receptor antagonist, a 
histamine 3 receptor antagonist or inverse agonist, and a neuromedin U receptor agonist means. 
That physician would not have understood the inventor to be in possession of the claimed 
complex compositions at the time of filing. 



The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject matter which the 
applicant regards as his invention. 

7. Claims 60,64,65,69-73 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The terms apo-B/MTP inhibitor, a 1 lbeta hydroxy steroid dehydrogenase- inhibitor, 
peptide YY3-36 or an analog thereof, aMCR-4 agonist, a CCK-A agonist, a monoamine reuptake 
inhibitor, a sympathomimetic agent, a beta3 adrenergic receptor agonist, a dopamine agonist, a 
melanocyte-stimulating hormone receptor analog, a 5-HT2c receptor agonist, a melanin 
concentrating hormone antagonist, leptin, a leptin analog, a leptin receptor agonist, a galanin 
antagonist, a lipase inhibitor, a bombesin agonist, a neuropeptide-Y receptor antagonist, a 
thyromimetic agent, dehydroepiandrosterone or analog thereof, a glucocorticoid receptor 
antagonist, an orexin receptor antagonist, a glucagon-like peptide-1 receptor agonist, a ciliary 
neurotrophic-factor, a-human aqouti-related protein antagonist, a-ghrelin receptor antagonist, a 
histamine 3 receptor antagonist or inverse agonist, and a neuromedin U receptor agonist - are 
indefinite as the structures are unknown. 
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8. Claims 2-4,7-1 1,30,31 ,34-36 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

Certain Observations 

9. Claims 42,43^55 are allowable.The prior art neither teaches nor suggests the claimed 
compounds. In the absence of any evidence or apparent reason why the claimed compounds do 
no possess the disclosed utility, the allegation of utility in the specification must be accepted as 
correct. In re Kamal et al, 158 USPQ 320; Ex parte Krenzer, 199 USPQ 227. 

10. Definitions of the variables are found at specification page 10 line 13 thru pagel5 line 19. 
The skilled artisan is aware of the various modes of administration such as sequential, 
simultaneous, separate. 

11. Copending application 10/853993 has the same filing date, 4/12/2004, and is directed to 
pyrazolo[3,4-d]pyridazine compounds and not pyrrolo[3,4-c]pyrazoles. 

12. Copending application 10/822988 has the same filing date, 4/12/2004, and is directed to 
pyrrolo[3,4-c]pyridines. 

Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to Amelia A. Owens whose telephone number is 571-272-0690. The examiner can normally be reached on 
Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Thomas C. 
McKenzie can be reached on 571-272-0670. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application Information 
Retrieval (PAIR) system. Status information for published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications is available through Private PAIR only. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information system, call 800- 
786-9199 (IN USA OR CANADA) or 571-272-1000. / 
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